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Minutes of Meeting
June 2, 1998
NDA 20-689 Posicor (mibefradil dihydrochioride) Tablets
Discussion of Wording for Dear Doctor Letter and Press Release

Attendees:

FDA:

Robert Fenichel, M.D., Ph.D. HFD-1 10 _ Deputy Division Director
Shaw Chen, M.D., Ph.D. HFD-110 Medical Team Leader

Maryann Gordon, M.D. HFD-110 . Medical Officer -
Gall White HF-2 MedWatch (by telephone)

Lee Zwanziger, Ph.o HFD-006 Team Leader/Executive Secretariat Staff
Susan Cruzan - HFI-20 Public Affalrs Specialist

Kathleen Bongiovannl " HFD-110  Project Manager

Hoffmann-La Roche: _
Rudolph Lucek Group Director, Drug Regulatory Atfailrs

Robert Pordy, M.D. Director, Cardiovascular Clinical Sclences

Donald MacLean, Ph.D. Vice President, Drug Regulatory Affairs

Valerie Suga Director, Public Affairs

Background: On May 29, 1998, Hoffmann-La Roche agreed to voluntarily withdraw Posicor
(mibefradit dihydrochloride) from the market in the near future. They asked for this meeting
to discuss the wording of their letter (to physicians, pharmacists, nurse practitioners,
physician assistants and other health care professionals) and the wording of their Press
Release.

Meeting:
The group discussed the wording of the Dear Doctor fetter (the wording will be used in the other
letters), Hoffmann-La.Roche's Press Release, and the wording of the FDA Talk Paper.

Hofimann-La Roche plans to announce the withdrawal of the drug on Monday, June 8, at 2:00
a.m. (for thelr European customers) and 8:00 a.m. (for the U.S.). The FDA will also release
our Talk Paper at that time. The firm will mall the letters (Dear Doctor, etc.) to the western
half of the United States on Friday, June 5, and to the eastem half on Saturday. June 6. They
will meet with the European regulatory authorlties on June 3.

The firm noted that usually a Dear Doctor letter would include the current package Insert for
the subject product, but In this case the package Insert has not been revised to include all

. relevant information, so they would ilke to omit it. Dr. Fenichel agreed with that plan.

Addendum:

" After the meeting Robeit Temple, M.D. (ODE 1 Office Director) reviewed the docurrients and
" made some additional changes. The marked-up coples of the firm's Dear Doctor letter and Press

Release, and a copy the FDA Talk Paper that includes those revisions are attached.

' Dr. Temple also agreed that In this case, it would make sense to omit the package Insert trorﬁ 'lhe

letters. Ms. Bongiovanni checked wlth Ms. Baylor-Henry (Director, DDMAC), and she agreed
that was acceptable.
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Memorandum of a Telecon between Hoffmann-La Roche and the FDA
Date: June 12, 1998

Application: NDA 20-689 .
Posicor (mibefradil dihydrochloride) Tablets

Applicant: Hoffmann-La Roche

Subject: “Dear Doctor” Letter

Panicipénts: *
ERA

Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Division Director
David Roeder, HFD-110, Regulatory Health Project Manager

Hoffmann-laRoche

Rudolph Lucek, Regulatory Affairs
Isaac Kobrin, M.D., Clinical
Valerie Suga, Marketing

Backgroun& )

On June 9, 1998, we received the attached e-mail from Dr. Michael Mullins regarding reports of adverse
reaction associated with switching patients from mibefradil to other dihydropyridines without an adequate
washout period. We communicated this information to the sponsor on that day. They indicated that they
would instruct their detail staff to recommend to physicians that they wait several days after discontinuing
mibefradil before beginning to dose another dihydropyridine or beta blocker. On June 12, 1998, the
sponsor contacted us and requested a telephone conference to discuss the issuance of a “Dear Doctor” letter
conceming this matter.

Telecon

The sponscr informed us that they have received reports of adverse events associated with switching
patients from mibefradil to other drugs. They decided to issue 8 second “Dear Doctor” letter (attached).
Dr. Fenichel said that he agreed with the main message of the letter, but he was concerned that by
mentioning specific drugs, they run the risk of having missed one or more that could cause a problem. He
favored a more conservative approach of saying that a washout period should be used in any case where one
does not know that there is no danger of interaction. He also noted that the order of their bullets seemed
unusual. Ifthey were going to include this specific information, it would have been preferable to have
listed the items in order of decreasing severity (i.c., beginning with #3 and ending with #4).

The firm pointed out that the time factor was extremely critical since they wished to issue the letter so that
all physicians would have it by the weekend. Although it could be refined, if they spent time revising it, it
.could be significantly delayed.

_ Dr. Fenichel agreed that ti;he was critical and that the letter could be issued as is.
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Addendum

Dr. Temple dropped by shortly after this telecon. He was at least as unhappy as Dr. Fenichel with the
proposed wording, but he conceded that timeliness might be the dominant issue. He indicated his

intention to call Mr. Lucek. \
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Minutes of a.Telephone Conference Call Between Hofimann-La Roche and the FDA
Date: May 29, 1998

Application: NDA 20-689
Posicor (mibefradil dihydrochloride) Tablets

Applicant: " Hoffmann-La Roche
Participants: ‘

Robert Temple, M.D., HFD-101, Director, Office of Drug Evaluation |
Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Division Director
Shaw Chen, M.D., Ph.D., HFD-110, Medical Group Leader

‘Maryann Gordon, M.D., HFD-110, Medical Officer ]
Kathleen Bongiovanni, HFD-110, Regulatory Health Project Manager )
David Roeder, HFD-110, Regulatory Health Project Manager

Hoffmann-La Roche

Rudolph Lucek, Regulatory
Isaac Kobrin, M.D., Clinical C

?ackground

We met with Hoffmann-La Roche on May 27, 1998 to discuss whether mibefradil should be taken from the
market or re-labeled for second-line therapy (for hypertension and angina). This meeting was followed with
an intemal FDA meeting on May 29 (see minutes) in which it was decided that we would recommend that
Roche remove mibefradil from the market and recall all distributed product. The purpose of this telephone
conference call was to convey this decision to the applicant.

Teleconference

Dr. Temple summarized the decision from the FDA intemal meeting. He noted that we sometimes do not
insist that trials be done in refractory patients to support labeling for second-line therapy, but only in cases
where we have reason to believe that the drug would work in that population. Mibefradil does not meet
that criterion. Regarding hypertension, there are neither data nor rationale to support the use of mibefradit
for second-line therapy. With regard to angina, it is implausible that a population could be identified and
the risk controlled adequately to support general marketing of the drug for second-line therapy. Restricted
distribution for second-line angina therapy is a possibility, but until that is worked out, the drug should be
withdrawn from the market as soon as possible, preferably by the end of the following week. They should
also recall all of the product that has already been distributed.

The applicant noted that the FDA response was similar to that from the European regulatory authorities.
They plan to coordinate a world-wide action, so it would take a few days for them to make a decision.
They said that they would lr.kthe FDA know of their decision by June 1, 1998.

Minutes prepanlién: J §I

David Rocler
s

Rdbert Temple, MD. ' —
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Minutes of a .Meeting JIN 18 1998
Date: May 1, 1998
Application: NDA 20-689
- Posicor (mibefradfl dihydrochloride) Tablets

Applicant: Hoftmann-La Roche
Subject: Safety , .
Participants

A

Robert Temple. M.D., HFD-101, Director, Office of Drug Evaluation 1
Raymond Lipicky, M.D., HFD-110, Director, Division of Cardio-Renal Drug Products
Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Director

John Koemer, Ph.D., HFD-110, Pharmacologist

Emmanue! Fadiran, Ph.D., HFD-860, Biopharmaceutist

David Roeder, HFD-110, Regulatory Health Project Manager

isaac Hammand, M.D., Ph.D., HFD-110, Medical Officer

Harold Davis, M.D., HFD-735, Medical Officer

Evelyn Rodriguez, M.D., M.P.H., HFD-735, Acting. Branch Chiet
Susan Lu, HFD-735, Postmarketing Safety Evaluator

David Graham, M.D., Medical Epidemiologist

Sponsor

Dr.
Dr.
Dr.
Dr.
Dr.
Mr.
Mr.
Dr.
Dr.

Isaac Kobrin, Clinical

Robert Pordy, Clinical

Stephen Revell, Drug Safety

Roy Bullingham, Pharmacokinetics
Elisabeth Lindberg, Clinical

Charles Sabbah, Posicor Task Force Director
Rudolph Lucek, Regulatory

Gordon Tomasselli, Consultant

Craig Pratt, Consultant

Background

We met with the applicant on April 3, 1998 to discuss reports of torsades de pointes (TdP) in
association with mibefradil use. In the course of the feeting, Hoffmann-La Roche argued that

. those cases of TdP that were not confounded by concomitant medications were probably due to an
association of TdP with profound bradycardia and/or CHF. We asked that they provide
documentation to support their argument and retum for a follow-up meeting with the Agency.’
The applicant responded with a submission on April 14, 1898. A meeting was scheduled to
discuss our response to that submission. ,
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Meeting
! io

The sponsor followed up their proposal for a labeling change that they had made in the April 3, -
1998 mesting (contraindicating use with bepridil, all tricyclic antidepressants, thioridazine,
pomozide, halofantrine and IV erythromycin). They proposed contraindicating the use of
mibefradil with about 25 drugs (adding HIV protease inhibitors and anti-cancer .drugs to the
April 3 proposal). They would also strengthen the warmings to include drugs with any drug that
has a large interaction and those with less profound interactions but that have small therapeutic
margins. They also recommended that the labeling of drugs that interact with mibefradil be
revised to include that information. '

The applicant gave an overview of an educational campaign designed to increase awareness among
health care workers @nd patients about possible drug interactions with mibefradil. This would -
include expanding their detailing campaign to include a wider physician base. They are also
exploring the use of a card containing drug interaction information that would be carried by the

- patient, who would then be expected to show the card to pharmacists filling their prescriptions.

Roche would provide incentives, possibly in the form of coupons, for the patients to use this
card.

Discussion

Dr. Lipicky said that, aithough the drug is clearly effective at lowering blood pressure, we have
to look very carefully at whether the adverse eftects outweigh the benefit from blood pressure
reduction. He believed, given the drug interaction and adverse reaction profiles of mibefradil, -
that it should not remain on the market. He noted, however, that not all at the Agency shared
this belief. ’

Dr. Temple asked whether it was reasonable to expect health care workers to be able to keep
track of the complicated dosing instructions that have to be made with this drug. Compliance
will surely not be perfect. Roche needs to consider whether there is a real role for mibefradil.
He thought there was little chance a good case can be made for a hypertension use; angina could
be different. [f the drug stays on the market, a patient package Insert would be necessary.

Second line therapy for either claim does not appear at this time to be supportable because there

are no data to show that it is effective in-a refractory population and no reason to think it would
be.

The applicant plans to submit the results from MACH |,.a study in CHF patients, by mid-May.
They asked that we walit to see the results of that study before making any decisions. They
believed that this study could provide data regarding the proarrhythmic potential of mibefradil
and possible benefit in patients with CHF. Dr. Lipicky agreed to review MACH | from a SAS

" dataset, a blank case report form with the SAS variable names, a brief written report such as a

DSMB report, and the protocol with amendments.

Dr. Temple said that we are considering taking the issue to the July 1998 Cardio-Renpal
Advisory Committee meeting. Before doing so, however, we would need to do at least a brief




review of the MACH | data. The firm agreed to submit summary tables including mortality and
cardiovascular morbidity data. Dr. Lipicky emphasized the importance of our being able to
analyze the SAS data sets prior to taking it to the advisory committee meeting. It was agreed
that the applicant will submit the data sets in addition to the summary tables, and the Division
will look at the data and decide whether it is feasible to take the application to the advisory

committee in July. .
YA
‘:

Minutes Preparation: : .
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Minutes of a Meetln.g JUN 1 6 1998
Date: ' May 27, 1998
Application: NDA 20-689-
Posicor (mibefradil dihydrochloride) Tablets
Applicant: Hotimann-La Roche
Subject: Safety = | -
| Participants

Robert Temple, M.D., HFD-101, Director, Office of Drug Evaluation 1
Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Director

Shaw Chen, M.D., Ph.D., HFD-110, Medical Team Leader

Maryann Gordon, M.D., HFD-110, Medical Officer

Norman Stockbridge, M.D., Ph.D., HFD-110, Medical Team Leader
John Koemer, Ph.D., HFD-110, Pharmacologist :
Emmanuel Fadiran, Ph.D., HFD-860, Biopharmaceutist

David Roeder, HFD-110, Regulatory Health Project Manager

Isaac Hammand, M.D., Ph.D., HFD-110, Medical Officer

Doug Throckmorton, M.D., HFD-110, Medical Officer

Harold Davis, M.D., HFD-735, Medical Officer _ :
Evelyn Rodriguez, M.D., M.P.H., HFD-735, Acting Branch Chief
Susan Lu, HFD-735, Postmarketing Safety Evaluator

Min Chen, HFD-735, Group Leader, Postmarketing Safety Evaluator
David Graham, M.D., HFD-735, Medical Epldemiologist

Susan Cruzan, HFI-20, Public Affairs Specialist

Lee Zwanziger, HFD-006, Policy Analyst

Sponsor

Dr. Isaac Kobrin, Clinical

Dr. Robert Pordy, Clinical

Dr. Roy Bullingham, Pharmacokinetics

Dr. Elisabeth Lindberg, Clinical

Mr. Charles Sabbah, Posicor Task Force Director
Mr. Rudolph Lucek, Regulatory
Dr. D. Zabrowski, Regulatory
Dr. D. Maclean, Regulatory

Dr. F. Bodin, Clinical

Mr. B. Brandstefter, Marketing
Dr. N. Neumann, Statistics
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Background

The sponsor requested a meeting to discuss the results of the MACH 1 study in patients with
congestive heart failure (CHF) and a proposal to relabel mibefradil for second line therapy.

Meeting
MACH | Results

The sbonsor gave an overview of the MACH | study. - They made the following conclusiens:
» Mibefradil shows no benefit in CHF patients.

. Altilough the trial showed a negative (but statistically insignificant) trend in deaths,
this trend disappears when patients receiving drugs that are known to cause torsades de
pointes (TdP) are excluded from the analysis.

« Mibefradil can be used safely in patients with mild CHF if drugs that cause TdP are
contraindicated. .

* MACH | did not rute out the possibility that mibefradil has a proarrhythmic effect. -

Dr. Temple noted that there are subsets in the study population (e.g., women) that had a higher
incidence of adverse effects (death). The sponsor's explanation that concomitant medications
were the cause of the problem does not necessarily explain the results. A closer analysis of the
study would be necessary to come to any conclusion.

Labeling

The sponsor proposed revising the package insert to restrict the indication to second line
therapy in hypertension and angina. They would also expand the CONTRAINDICATIONS,
WARNINGS, AND PRECAUTIONS with regard to drug interactions. They would expect the drug to
be used primarily by cardiologists, and they would focus an education program on that group.

Dr. Temple asked. whether their apbroach was realistic ‘and would be sufficient In light of the
unusually complicated instructions for use that would have to be developed. Even if a patient
was adequately screened for concomitant medications with the initial prescription,

contraindicated drugs could be prescribed at a fater date. It would be very easy to make
mistakes. - )

In the case of hypertension, he said that he could not think of any situation in which second line
therapy (i.e., in fallures on other treatment) could be justified. The only benefit from
antihypertensive therapy Is the prevention of serious morbld events, so that a drug that is so
difficult to use and has — even if it Is only for that réason — a potential for causing morbid
events does not seem acceptable.

Regarding angina, second line therapy is more of a possibility because patients do receive a™
symptomatic benefit and can perhaps reasonably make a decision 1o expose themselves to a
known risk to achieve that benefit. Historically, however, we have not approved such drugs for
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second line therapy uniless they have been demonstiafed to be effective in a ref.raa!ory pgtient
population.- in the case of bepridil, the sponsor showed that bepridil was effective in patients
who had not responded to diltiazem. Such studies have not been done for mibefradil.

The sponsor argued that mibefradil itself is not dangerous if used properly; therefore, second
line therapy could be justified. Dr. Fenichel noted that the case of mibefradil is somewhat
similar to that of thalidomide. It was also safe if used correctly, but one could not ensure its
proper use in all cases, and the consequences of misuse were too severe to allow It to be ‘
marketed. (This has , of course changed, now that it has important, and unique, uses.) There
are so many safe antianginal and antlhypertensive drugs on the market that it is unlikely that
mibefradil would provide a special benefit that would justify the risk.

Dr. Temple recommended that the sponsor suspend marketing unti! they are able to provide data
to support their proposed labeling claims. The.sponsor proposed that they be allowed to keep the

. drug on the market with a limited distribution system that would restrict use to patients with a

known low risk. Dr. Stockbridge argued that at this point we cannot determine if a patient s at
low risk. Dr. Temple agreed to convene an internal FDA meeting to decide what action should be
taken and get back to the sponsor by June 1. The sponsor wished to take an action by the week of
May 31.
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Minutes of Interna! Meeiing
May 29, 1998
NDA 20-689 Posicor (mibefradil dihydrochloride) Tablets

Attendees:
Janet Woodcock, M.D. HFD-001 Director, CDER
Murray Lumpkin, M.D. HFD-002 Deputy Center Director for. Review Management
Robert Temple, M.D. HFD-101 Director, Office of Drug .Evaluation |
Rachel Behrman, M.D. "~ HFD-101 Deputy Director, Office of Drug Evaluation |
Linda Carter HFD-101 Associate Director for Regulatory Affairs, ODE |
Florence Houn, M.D. HFD-102 Deputy Director, Office of Drug Evaluation H

Raymond Lipicky, M.D. - HFD-110- -Director, Dwasnon of Cardio-Renal Drug Products
o . ‘ (by telephone)
Robert Fenichel, M.D., RFh.D.  HFD-110 Deputy Dwisnon Director

Paul Leber, M.D. HFD-120 Director, Division of Neuropharmacological Drug Products
Shaw Chen, M.D., Ph.D. - .-~ HFD-110 Medical Team Leader '
Maryann Gordon, M.D. HFD-110 Medical Officer
Norman Stockbridge, M.D., Ph.D.HFD-110 Medical Team Léader
Chares Ganley, M.D. HFD-110 Medical Team Leader
- John Koerner, Ph.D. HFD-110 Pharmacologist :
Steve Goldman, M.D. HF-2 Associate Director for Medlcme MedWatch
Evelyn Rodriguez, M.D. HFD-730 Acting Director, Div. of Pharmacovigilance & Epidem.
David Graham, M.D. HFD-733 Medical Officer
Harold Davis, M.D. HFD-733 Medical Officer :
Lee Zwanziger, Ph.D. HFD-006 Team Leader/Executive Secretariat Staff
Min Chen HFD-735 Supervisory Pharmacist
Emmanuel Fadiran, Ph.D. HFD-860 Biopharmaceutist
Susan Cruzan HFI1-20 Public Affairs Specialist
Natalia Morgenstern *  HFD-110 Chief, Project Management Staff
David Roeder HFD-110 Project Manager
Gary Buehler HFD-110 Project Manager
Kathieen Bongiovanni HFD-110 Project Manager

Background: The NDA for Posicor (mibefradil dihydrochloride) Tablets was approved on June
20, 1997 for the treatment of hypertension and angina. In December, 1997, Hoffmann-La
Roche issued a Dear Doctor letter, describing new wamings on suppression of sinoatrial

activity and severe bradycardia‘ occurring with Posicor, and a new warning and contraindication
concerning drug interactions and statin-induced rhabdomyolysis with Posicor and certain HMG-
CoA reductase inhibitors.

Since that time many additional drugs (over 25) have been identified whose metabolism is
inhibited by mibefradil's effect on CYP 450 3A4 and 2D8, including drugs that prolong the QTc
interval, resulting in cases of torsade de pointes, and chemotherapeutic agents, resulting in
increased toxicity.

Hoffmann-La Roche has recently proposed changing the package insen for mibefradil, limiting
its use to those patients who have failed to respond optimally to, or are intolerant of, other
antihypertensive or anti-anginal medications; however, the firm does not have data that show
that mibefradil works in patients who have failed to respond optimally to these other therapies,




and there is some doubt as to whether there is a real pbpﬁlatim intolerant to all alternatives.
In addition, the firm would add contraindications, warnings, and precautions about mibetradil's
use with other drugs.

This meeting was called to discuss the firm’s proposals and other alternatives, including
whether mibefradil should be taken off the market.

Meeting:
Dr. Gordon gave a brief presentation on the drug’s history

There are no data to-support mibefradil's effectiveness in patients who have failed to respond
optimally to other therapies. Although mibefradil would presumably be effective in patients
intolerant of other therapies, it is unlikely that there are patients with hypertension who
cannot tolerate alternative drugs. The group agreed that it is not plausible that there is a
population of patients with hypertension for whom this drug would offer an advantage over
existing therapies. Therefore, whatever happened to thé angina claim, there seemed no way
mibefradil could continue to be indicated for hypertension.

Use in_Patients with Angina

Angina seemed a potentially more viable claim, a‘é there are patients who are not adequately

- treated by available therapy and who may have trouble tolerating negatively inotropic drugs

(beta blockers and many calcium channel blockers). The MACH | trial was intended to see
whether mibefradil could be used in patients with NYHA class |Il/IV CHF; that trial showed an
adverse (though not significant) survival trend in the mibetfradil group.

It was noted that the adverse events seen in patients taking mibefradil are probably not caused
by mibefradil itself, but by its effect on the metabolism of other drugs used with it; therefore,
in a controlied setting, one-could perhaps control the rates of inappropriate concomitant
therapy. There was a discussion about an alternative to withdrawal, allowing the firm to
provide mibefradil, in a strictly-controlled, limited, named-patient distribution scheme, to
patients with angina who are intolerant/non-responsive to other therapies. The group was
divided, with some acknowledging the possibility that mibefradil might offer something
unavailable elsewhere, and others concerned that the risks would outweigh the benefits and that
the drug had not been shown to be effective in failure on other therapy. (n the past where risks
were severe, we have generally not allowed a drug to be labeled for use in a population non-
responsive 10 existing therapies without having data to support a drug’s efficacy in the non-
responsive population. If the risk is less severe, however, we have considered such labeling,
even without evidence of effectiveness in the population, based on the likelihood that individual
responses vary.

. We will call the firm and urge them to withdraw mibefradil from the market and to
recall already distributed product, as soon as possible.
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. The firm may choose to consider, as an alternative, allowing the drug to remain
available in a strictly controlled, _Iimited, named-patient distribution scheme, in
patients with angina who are intolerant/non-responsive to other therapies. ‘

Minutes Preparation: _  _ ] SI L
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Memo to the Fiie

Date: June 9, 1998

Application: NDA 20-689
: Posicor (mibefradil dihydrochloride) Tablets

Sponsor: Hoffmann-La Roche

Subject: Dear Doctor Letter

The attached fax of the final “Dear Doctor” letter that was issued in December 1997 was never
submitted officially to-the NDA file. This memorandum with its attachment will serve as the
record of that letter. - N

LRl

David Roeder
Regulatory Health Project Manager

attachment

cc: NDA 20-689
HFD-110
HFD-110/DRoeder
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Memo to the File

Date: June 9, 1998

Application: NDA 20-689
Posicor (mibefradil dihydrochioride) Tablets

Sponsor: Hofimann-La Roche

Subject: “Dear Doctor” letter and press release

The attached faxes contain the final “Dear Doctor” letter and Hoffmann-La Roche'’s press
release issued on June 8, 1998 regarding the removal of mibefradil from the market.

/8/

. David Roeder
. Regulatory Health Project Manager

attachment

cc: NDA 20-689
HFD-110
HFD-110/DRoeder

9 1998
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' News Release o

Contact: Valerie Suga.
(973) 562-2174

For Immediate Release

' ROCHE ANNOUNCES VOLUNTARY WITHDRAWAL OF POSICOR®
1-800-205-4611 Established to Answer MD/Consumer Questions .

NUTLEY, N}, June 8, 1998~ Roche today announced the voluntary market withdrawal of the
-ann-hypcrtenswe and a.ntl-angnal medication POSICOR (mibefradil) and i is advising physicians to
propose alternative therapies to thcu' pauents A

The company is taking this action based on evolving information’ conccrmng the potential for
drug interactions which may occur when POSICOR is taken togcther mth some other medications.
The decision follows the analysis of the preliminary results of a three-year long-tenn study of
POSICOR in congestive heart failure. The study demonstrated no overall difference between
POSICOR or placebo when added to standard therapy i in this' patient population, but it provided
further information on drug interactions.. - - - :

in both hypertension ;niar—;ﬂic—;ﬁgx;lgemons. POSICOR has consxstently proved to be
effective and well tolerated, when used appropriately. However, the combination of POSICOR and
some other commonly used drugs may increase the side-effects of these other medications.

‘ In principle, drug interactions can be addressed by appropriate labeling; however, with respect
to POSICOR, Roche belicves that the complexity of such prescribing information would make it
difficult to implement. As patient well-being is of highest priority to Roéhe. the company has
decided to voluntarily withdraw the compound from the market.

Roche is working closely with the Food & Drug Administration to inform phys:cxans and other.
health care profssxona.ls of its decision. Patients should not simply discontinue treatment with
POSICOR,; instead they should consult their physicians promptly about appropriate altcmanvc
therapy. In addition, pat:ents should not add any new medication to thcu present treatment
without éonsulting their physician. Information about the withdrawal for both healthcare
professionals and consumers will be communicated via:

® A special hotline, 1-800-205-4611

e A nauonally distributed letter to physicians, pharmacxsts nurse practitioners,
physicxan assistants and other health care professionals-

e Communication of patu:nt information through physxcxans, pharmaaes,
local/national consntucncy groups and community groups ‘

# 8

Hofimann-Ls Roche Inc. 340 Klnonl.nd Street Public Aftairs Oepartment
Nutiey, New Jersey.07110-1199
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FDA - IN -5 o8
TALK PAPER -

Food and Drug Administration .
U.S. Department of Health and Human Services
Public Health Service 5600 Fishers Lane Rockville, MD 20857 :

FDA Talk Papers are prepared by the Press Office to guide FDA personnel in responding with
consistency and accuracy to questions from the public on subjegts of current interest. Talk
Papers are subject to change as more information becomes available.

198-33 T -~ print Media: = 301-827-6242
June 8, 1998 -—- .- . '~ . .Brpadcast.Media:.. . 301-827-3414
. Consumer Inquiries: 800-532-4440

ROCHE LABORATORIES ANNOUNCES
WITHDRAWAL OF POSICOR> FROM THE MARKET

Roche Laboratories of Nutley, NJ has announced that it is voluntarily withdrawing the heart drug,

- <Posicor> (mibefradil), from the market as a result of new information about potentially harmful
- interactions with other drugs.

In many cases, drug interactions can be addressed by appropriate labeling changes and public
education, but due to the complexity of the prescribing information needed in this case, and
seriousness of side effects, FDA and Roche agreed that it would be difficult to administer <Posicor>
safely. The following may be used to respond to inquiries. '

<Posicor> is a calcium-channel blocker, chemically unlike the other approved products in this class.
<Posicor> was approved in June of last year, to be used in the treatment of patients with
hypertension and chronic stable angina.

<Posicor> reduces the activity of certain liver enzymes that are important in helping thé body
eliminate many other drugs. Inhibiting these enzymes can cause some of these other drugs to
accumulate in the body to dangerous levels.

When <Posicor> entered the market in August of 1997, its enzyme-inhibiting properties were
described in the labeling. The labeling specifically listed three drugs (astemizole, cisapride, and
terfenadine) that could be expected to accumulate to dangerous levels if <Posicor> was
coadministered.

In December, after learning of several cases in which patients suffered serious adverse reactions after
taking <Pesicor> with one or more of the other drugs, FDA strengthened the labeling of <Posicor>,
and two more drugs (lovastatin and simvastatin) were added to the label's list of those that should
never be coadministered with <Posicor>. FDA also issued a public warning about this problem and

the company issued a Dear Doctor letter to physicians.,

~From spontaneous reports'and ongoing trials, FDA and Roche have continued to learn of adverse
reactions related to coadministration of <Posicor> with several other drugs. At present, more than 25
drugs are known to be potentially dangerous if used with <Posicor> — a number and diversity of
drugs that cannot be practically addressed by standard label warnings.

Since <Posicor> has not been shown to offer special benefits (such as treating patients who do not
respond to other antihypertensive and anti-anginal drugs), the drug's problems are viewed as an

http://www.verity.fda.gov/search97cgi/s97is.dl1?7action=View& VdkVgwKey=http%3 A%2F%2Fv7/8/982Efda
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-unreasonable risk to consumers.

Patients now taking <Posicor> should not simply discontinue treatment because stopping
medications can be risky. Instead, patients should promptly consult with their physicians about
appropriate alternative therapy. In addition, patients now taking <Posicor> should not add any new
medication to their current treatment without consulting their physicians.

Roche Laboratories is providing information in a "Dear Doctor" letter to physicians, pharmacists,
nurse practitioners, and other health care professionals. Questions about the withdrawal of <Posicor>
can be addressed to Roche's 24-hour hotlme at 1-800 205-461 1.

The following is a list of dmgs that depend on the same hvcr enzymc as <Posicor> (mibefradil). Use
of them in combination with <Posicor> could be dangerous ’

Generic name Trade Name

amiodarone Cordarone

astemizole Hismanal

bepridil " Vesture e e
cisapride Propulsidk =~ ~~—~ ~~ 77
cyclosporine ‘Neoral; Sandimmune=" =~ === = "¢
cyclophosphamide Cytoxan

desipramine . Norpramin

erythromycin Erythrocii; Tlosone, others

-etoposide VePesid T
flecainide Tambocor

flutamide - Eulexin

halofantrine Halfan

ifosfamide Ifex

imipramine Tofranil

lovastatin Mevacor

mexiletine Mexitil

pimozide Orap

propafenone Rythmol

quinidine . Cardioquin, Quinaglute, Quinidex, others
simvastatin Zocor

tacrolimus Prograf

tamoxifen tamoxifen

terfenadine Seldane

thioridazine Mellaril

vinblastine Velban

vincristine Oncovin

For more information about this withdrawal of <Posicor, see:

"Deér Doctor" letter {(Roche) . . :
'-_ News Release (Rdchg) ’

. FOA HOME PAGE

L

CC MDA 2y-487
HED- o
HFED - 110 /DR e —
http://www.verity.fda.gov/search97cgi/s97is. dll?acnon-Vxcw&dengKey-http%BA%2F%2Fv7/8/982£fda
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Minutes of a Meeting between Hoffmann-La Roche and the FDA MAY 22 1998
Date: April 3, 1998

Application: ‘NDA 20-689
_ Posicor (mibefradil c_lihy_droc_h!orde) prlets

Sponsor: Hoffmann-La Roche
Subject: Safety Issues

Participants

DA

Robert Temple, M.D., HFD-101, Diréctor, Office of Drug Evaluation 1
Raymond Lipicky, M.D., HFD-110, Director, Division of Cardio-Renal Drug Products
Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Director

Shaw Chen, M.D., Ph.D., HFD-110, Medical Team Leader

Maryann Gordon, M.D., HFD-110, Medical Officer

John Koemer, Ph.D., HFD-110, Pharmacologist

Ameeta Parekh, Ph.D., HFD-860, Biopharmaceutics Team Leader
Emmanuel Fadiran, Ph.D., HFD-860, Biopharmaceutist

David Roeder, HFD-110, Regulatory Health Project Manager

Khin Maung U, M.D., HFD-110, Medical Officer

lsaac Hammand, M.D., Ph.D., HFD-110, Medical Officer

Doug Throckmorton, M.D., HFD-110, Medical Officer

Harold Davis, M.D., HFD-735, Medical Officer

Evelyn Rodriguez, M.D., M.P.H., HFD-735, Acting Branch Chief

-Sponsor

Dr. Isaac Kabrin, Clinical

Dr. Robert Pordy, Clinical

Dr. Stephen Revell, Drug Safety

Dr. Roy Bullingham, Pharmacokinetics

Dr. Elisabeth Lindberg, Clinical

Mr. Charles Sabbah, Posicor Task Force Director
Mr. Rudolph Lucek, Regulatory

Dr. Gordon Tomasselli, Consultant

Dr. Craig Pratt, Consultant

Background

We have recently received a number of reports of torsades de pointes in association with the use
of mibefradil. We asked Hoffmann-La Roche to meet with us to discuss our concerns with the
safety of mibefradil. Prior to the meeting, the sponsor faxed the attached position paper.
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Meeting

The mibefradil package insert was revised in December 1997 to strengthen wamings regarding
mibefradil's suppression of sinoatrial node activity and the Interaction between mibefradil and
certain HMG CoA reductase inhibitors. The sponsor gave an ovetview of the incidence of these
reports following the issuance of the “Dear Doctor” letter. It was their conclusion that the
incidence has dropped with respect to the number of prescriptions.

The sponsor recommended ravising the labeling to decrease the-Incidence .of sinoatrial node

suppression further. The package Insert would say, “Avoid using mibefradit If pretreatment
heart rate is below 60 bpm. Avoid using mibefradil 100 mg if heart rate Is less than 60 bpm
when on 50 mg." Dr. Temple questioned whether the word “avold” was strong enough, but he
said that the precise wording could be worked out at a later Qate._

Discussion Point #2: Torsades de Pointe

There have been a total of 14 cases (12 domestic) of torsades de pointes reported with the use of
mibefradil since the product was launched. The sponsor noted that 6 of the 12 domestic cases
were confounded by the presence of concomitant medications tha,t_gr_e;lgl_qwn to cause torsades by
themselves, some of which would have their blood levels increased by mibefradil. The
remaining six cases were not on suspect concommitant medications but all had heart failure,
five were on digoxin and four of them developed torsades in association with significant
bradycardia. The sponsor argued that profound bradycardia is known to be associated with
torsades and that CHF was likely a contributing factor also. They did not believe that mibefradil
was the direct cause of torsades in any of these cases.

The sponsor then showed reporting data to support their claim that the rate of torsades reports
is actually dropping. FDA representatives questioned their assertion, however, arguing that
from the way in which the data were presented, it was not clear that the incidence had actually
declined. :

The sponsor recommended strengthening the labeling to contraindicate concommitant use of
mibefradil with the following drugs: bepridil, all tricyclic antidepressants, thioridazine,
pomozide, halofantrine and IV erythromycin. Dr. Temple noted that it seemed very difficult for
a physician to remember such complicated dosing instructions, and he wondered whether they
would really follow labeling guidance.

The sponsor also arguéd that the results of their CHF étudy. MACH |, should shed some light on
these safety concems. Dr. Lipicky pointed out that this was not necessarily true for all uses of

. mibefradil. Even if mibefradil does cause torsades, It is possible that it also has-an. unrelated

favorable effect on CHF patients. This positive effect could more than counter the negative effect
of torsades, leading to an overall positive outcome for MACH . Such an outcome would provide
no assurance regarding the safety of mibefradil in the hypertensive population.

angl@gn

Dr. Temple laid out the following possible scenarios regarding the association of mibefradil with

v ————



torsades do pointes:

« If mibefradil is found to cause torsades by itself, it could not remain on the market for
hypertension.

« If mibefradil is found to cause torsades by ‘itself, it could posstbly contlnue to be used
to treat angina. e s @

o [f mibefradil is found to cause torsades in only special circumstances, and if
instructions for use could be written so that it could be safely administered, it could
remain on the market with revised labeling. . o e o s

in order to ascertain Iif mibefradil does in fact cause torsades by itself, the Agency needs to
review the documentation referred to by the sponsor regarding. the association of torsades de
pointes with bmdyeardla and CHF. The sponsor cautioned that the CHF connection was mostly
hypothetical, but they will supply-the Division™With-thézpublication-shortly.

Even if mibefradil is not found to cause torsades by itself, Dr. Temple wondered whether a drug
labeled with such extensive contraindications could be safety used; it interacts with too many
other drugs that in themselves cause harmiul effects (e.g., torsades,-rhabdomyolysis, severe
bradycardia, etc.). .

——

— Dr. Temple said that we will discuss the issue intemnally, followed by a meeting with the

sponsar \ =

Jawd Roeder
e

Robert Temple, M.D. P~

Minutes Preparation:

Concu;rence Chair:

dr/4-10-98/4-27-98/5-19-98

RD: EFadiran/4-16-98
AParekh/4-17-98
JKoerner/4-20-98
MAGordon/4-20-98

. SChen/4-20-98

RFenichel/4-20-98
RTemple/4-29-98
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'Germany (expoeure > 80,000) and one from S\vltzeﬂand (exposure > 20.000) Tha Gen'non
B oooe wae not roportod as TdP, but. rather was draonoeed as such by Roche Partial to
L _eompleto lnformallon was obtainable by Roohe for 13 cases. For one US case (93282)no .

_ the 14. oaeee and thoy were oent for evaluallon to outside experts For the other 5 cases we-

introduction
Since the launch of mibefradil (July 1697) and up to March 1888, over 300,000 patients (over

- 180,000 in US) started treatment with mibefradil. During this time period, 14 spontaneous

reporte of Torsade de Pointes (TdP) in patients on mibefradil therapy were Identified by Roche
Drug. Safely -Twelve of the oasee were reported from the US (exposure > 160,000), ene from

rnformatlon eould be obtalned by Rod'le orby the FDA. .\We were able to collect ECGs for 9 of

have been unable to obtair ECGs therefore, one can not confirm the di diagnosis of TdP A
Detailed lnforrnatron -on all oflhe cases ls lnoludod in the sttached: appendlx SR

Thorough eveluatron of the 13 oasos for which lnformatlon was ovallab!o lndloaled that there
were no lnstancee of TdP in- patlenls ‘with leolated hypenonslon or anglna patlente without

: oomplloating oo-morbldlty or: oonoomltant thorapy with drugs known to be eosooiated with TdP
Every. documented case was aoeooialed with olther a speolfro oonoomltent medrcatron
(T caees) or CHF (¢ caeee). whlch ore well known and well ewepled oausetlve faotore in the

gonesls of TdP . (Tables 1-3) Moreover almost every palrent had at least two addltlonal
oonfoundrng factore that could further eontrlbute to the development of TdP.

The overall number of cases per monllr of TdP in association with- mibefradil did not Increase

: over trme. desplte the fact that tlrere was @ oteady increase in exposure to the drug (Flgure 1).
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Remograchice.
. Allbut one patient was elderly (12/1 3265, 11/13 2 70 years). The only non-elderly patient -

(age 57 years) was a patient who had heart fallure with a history of atrial fibrillation and mitral
and aortic valve surgery.. He was treated with dlgoxln, corvedllol warfarin, doxazosin and

amlodipine. There was no prolongation of QTecand the: event was pauoe-related polyrnorphic

N .vontrlcular tachyoardia that was Inltlated byRonTln tha prosenoe ofbrodyoordia (HR 40 -.;-‘_.-'

o L --was avauab!e. threo wero taking mlbefrocm 50 mg, one 75 mg and etght were on 100 mg

. ‘Cages !n' P'gg.!g.- nts on Drugs Known 0 Cousg TdP

B

R Seven patlento took other drugs that are well Kknown to be auoolated with TdP (Teble 1):

: All of these six meduoatnons not only are assoclated with TdP on their own, but they are also all
- metabolized by elther Cytoohrome P450 3A4 or 2D8: Mlbcfmdll lnhlblts the metabolism of -

- clsopnde *2
@bepﬁdu 1
amlodarone 1
N erythromydn 1
amirptyine 3
hbftﬁb&;m .1

these two lsoenzymes. and therefore when glvon ooncomltantly with mibefradil, the plasma -
concentrations of these-other six drugs may be locreasod. N

Several of these seven patlents had additional factors that could facilitate the occurrence of
TdP. (Tables 1-and 3):
¢ 2 had congestive heart failure (CHF)

e B8 were on other druqo that lower heart rate (beta-blockero 2, digoxin - 3,

dlgoxm and a beta blocker - 1)
e 1 had documented hypokalemia (3.2 mmolf).
o 2 were treated with furosemide.

e - t———
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; ?_j. ‘; "jl"_ijln four of the olx CHF potlents. the evont of TdP was associated wlth bradynrrhythmlo ovents '
¥ TWO; ofthe patlents had olow junotional rhythm wlth slnue an-eot ond two had severe” R
- bradycardaa. T '

. P
e s TR R

;,.-_-.,.;'f;m b 355 -

Cases in Patients with CHE

The other six-‘patients had CHF. ‘These patients had additional reported factors that could

. promote the occurrence of TdP in CHF patients (Tables 1and 3): .

5 were on other drugs that lower heart rate (dlgoxln - 3, digoxinand bots-blooker 2)
1 had documented hypokolomle (3.4 mmolfl) - ’

1 hod documented hypokn!em:a (3.3 mmon) ond hypomagnesemia (1 8 mmoln)
wero taking loop dlureﬁoo. RSP .., -

Post Marketing Obse "'i |e

- “in Geﬂnany. a post marketxng obsorvatlonal otudy is ourrently belng porformed Based onover .. -
18,000 patients. treated with mibefradil 50/100 mg for‘an gverage of 7.5 days there have been o - . -

reporled osses of TdP.. There have been’ a total of four deaths. none of whloh were arrhythmic

Si .(CVA. perforated abdominal aneurysm cardlac fallure xz)

: Ducu5swg ‘

As |nd|cated eamor. there were no cases of TdP ln pafnents with lsolotod hyportenslon or

uncomphcated angma pectoris.. All patlento were elther on other drugs that could oause TdP or

- they had oevere structural heart disease resulﬁng in CHF.:‘Moreover, In most patients there -

o were other-confounding factors that could oontribute to'the oceumrence of TdP; drugs that lowor
_heart rate and metabohc abnormalltles RS

e

“The: oocumanoe of. TdP may-be faomtatod by very low heart rates In susceptible patients. Ae the -
heart rate lowering. effact of mibefradil is dose related, It s not surprising that the majority of the

reported cases of TdP occurred with the 1 oo mg doso of mlbofradll This applies even more

when mibefradii is gweo concomitantly with other heart rate Iowenng drugs (11 out of 13
oases) '
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| ;.- _-,f'Ae to lhe ques‘llon of the potenllel wﬁfﬂﬁﬁﬁmwmml‘to'the development of TdP: ln the elx
o patnents with CHF e del'nlle anewer oenonly oome from the reeulu of the lerge plaoebo
L controlledetudy. MACH | (Mortality Assessmentln Petlente wlth CHF) Key results from this
"+ -study of 2590 patients with 689 deaths will be avaliable by May 15, 1898 (Table 4). CHF .
.'; :, pauenle ero the hlgheet risk grouplor developlng TdP malnly because the eotlon potenhal Is
. prolonged and repolanzetion is. delayed in heart fellure (Tomasell), et ak: Sudden Cardisc Death

The smaller number of cases.of TdP reported in Europe as oompared to the US, despite similar

exposure, may be a consequence of the following parameters:

e the stricter precautionary recommendations mandated by European Hesith Authorities in
European {abaling with regard to the use of mlbefradil in'the presence of ow baseline heart
rate end in.combination with bete-blookere

-, the presence ofa mendeled preoautronery etelemenl in European labellng oonoernlng tho

oonoomltent ueeofmlbeﬁadll wrthdruge metebollzed by cve 4503Mor 206 whlch are U
_.knowntoprolongQT 'j.',fg-._ R L

{_’

: :.: in Heart Fallure. “The Role of. Abnormel Repolanzallon ,Qm,ﬂy_ﬁgn 90 2534-2539 1994)

iy o Theee petnents oﬁen have metabollo ebnormalltiee end are-more likely to be preeorlbed druge
con 3-...::that oould promote the development of TdP (e g entlenhythmloe. heart rete lowerlng drugs.
dlurelm) ' :

Conclgglgn

B 1. There. are no cases of TdP whlch ooourred in pellento wlth lsolaled hypeneneron endlor "

. angina pectons without oomplroehng oo-morbldity or concomltanl therapy with druge known
. tobe aseoorated with TdP. .
2. All cases had confounding factors that are known to he associated with TdP.

3. Therefore, the degree of eseoolatlon of TdP to the edmlnletratlon of mibefradil Is nol

established.

4. The analysis of MACH 1, a pleoobo~controlled study with 889 deaths, will clarify the degree
of such ,aosoclation‘e- by:

* translating the relationship of TdP to mortality

o allowing the analysis of the mortallty ooneequenoe with coadmlnlstratlon of certain drugs
- (e.g., emnodarone) and faeilltetlng oond‘uons (e.g hypokalemle bradycardia)
» powerfully deseriblng the assoolatlon wllh mortalily in patlenm with severe CHF -
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.upon the-availabitity-of-these results immediate-action can be taken,

it is posslble, however, that mibefradil could promote the-occurrence of this arrhythmia through
further lowering of heart rate in susceptible patients or through drug - drug interactions with
compounds that elther should not be given conoomltantly with mibefradil or drugs whose dose :
ehould be dccreased Ttemen T . : :

Based c on these absetvatcom. itls plannad to update the package lnselt wlth the following

'c.hanges L - S -

s stricter reeommendallon on lhe use of mlbafradll in pallems wllh lpw baseline heart rale and
in. patients on conoo'ftanf heaﬁ'—t“l“éﬁﬁy me!lluatlona‘(e’n'airold use in pallents witha
' pretreatment hearl rate < 60 bpm and in patlents on 50 mg of mlbefrudll do not increase the

dose to-100 mg if heart rate is < 80 bpm)

« - expand the drugs confrilnaicafed wllh"llllb'e’lradll to‘lrldude npedﬁcdrugs metabolized by

-CYP 206 and/or CYP 3A4 whlch prolong QT and Mth whlch an interaction with mlbefredll Is -
likely

As essent:al information concemmg these lssues \mll be avallable ln mid-May following the
analysis of the MACH 1 sludy. we would suggest that ﬁnallzatlon of 8 revised package: lnsert
covering all outstandlng issues be made at thattime. I the interim, s our proposal to work
with the Division to draft all labeling changes not dependent on the MACH 1 resutts, so that .




| Table 1: |
Spontaneous Reports of Torsade de Pointes
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Tdble2: | o e
Spontaneous Reports of Torsade de Pointes

SR

14 Cases

9 EKGs avzlllable / \

’i' o' ic | tors
87899 . Tdp Amiodarone llHDHR: Hd _
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| : | j .. RxlHR o
95975 ' Tdp hocttlptylllne TS I l» K-o- I
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"89722 possible Tdp CHF I Rx § HR
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24981 TdP CHFIIHD 1 L K* 13 Mgy
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Tab!e 3. TORSADE DE POINTES REPORTS
CONFOUNDING FACTORS o

BRI R A

Cther. Gontbundlngfact@s

[Probable Cause for rdP

T

FHR

FuroSemide |

Torsadogenic drugs
(N=7)

CHF
(N=6)

@K-i- :

mg+-

TOTAL
(N=13)

1"

“Two patients had CHF

*One case with LVH, LAH, mitrial and tricuspid Iusumcleney, pulimonary H‘I’N. severaCAD

S N e, s e
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Table 4: MACH-I
DATA AVAILABLE MID-MAY 1 998

1. All Cause Mortality

2. CV Mortality

3.0V Morbidity

4.CV MortalltyIMorbldaty S
5. CV Mortality and CV Morbldity in Subgroups

. Concomitant treatments associated with drugs

known to cause TdP (e g amiodarone)
. QTc (Upper quartile) :

« Serum K+ (Lower quartnle)

» Gender

.- Age |

« HR<45 bpm (at any tume durmg treatment)

6. Senous AEs

"« Serious ventncular arrhythmlas
. Sudden death |




Fzgure I: Torsade de pointes r parts
Occurrence over tzme Vs exposure
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APPENDIX I:

B EE

Spontineous Reports of T«ud- de Pointes ‘
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ORIGINAL . -

May 20, 1998

Division of Cardio-Renal Drugs Products

Office of Drug Evaluation |

Center for Drug Evaluation and Research

ATTN.: DOCUMENT CONTROL ROOM NO. 5002
1451 Rockville Pike

Rockville, Maryland- 20852

T JNE O,

| &N

Re: NDA 20-689 - Posicor® {mibefradil dihydrochloride) Tablets
Pre-Meetlng Submissuon for May 27, 1998 Meetmg

et

Ladies and Gentlemen:

in preparation for our meeting. Wlth the Dlvasron on- May 27 1998 at 11 00 am, we are
herewith submitting the followmg mformat:on SRR

SE

Enclosure 1 - Revised Package |nsert o .
Enclosure 2 - Preliminary Results From The MACH I'Study" '

At the subject meeting, we wish to review with you the preliminary results of the MACH |
study and to dlscuss the proposed package insert revisions submitted herewith.

While the outcome of the MACH | study was statistically neutral, the data suggest that
drug interactions may have been a major contributing factor in-the overall outcome. To
reduce the risk of potential drug interactions, the package insert has been revised to
significantly strengthen and expand the contraindications, wamings and precautions
concerning potential drug interactions with concomitant medications. Additionally, to
increase the potential benefit of Posicor to patients, we wish to restrict the use of
Posicor to those patients who can not be adequately controlied on, or can not tolerate
other antihypertensive or anti-anginal medications and the package insert has been
revised accordingly.

A strong medical need still exists for therapies which can effectively treat hypertension
and angina pectoris. Posicor has been shown to be an effective and well tolerated
medication for the majority of patients in these two indications. Particularly in angina
pectoris, where there are few available treatment options, Posicor, given its beneficial
‘heart rate lowering effect and lack of negative inotropism provides significant benefits to
angina patients. Together, the aforementioned label revisions will markedly improve
the benefit/risk of Pdsicor while providing a treatment option for those patients with no

| ORIGINAL

Hoffmann-La Roche Inc. 340 Kingsland Street
Nutley. New Jersey 07110-1199




Division of Cardio-Renal Drugs Products
May 20, 1998
Page 2

If you should have any questions regarding this submission, please contact the

undersigned.

Sincerely,

HOFFMANN LA-ROCHE INC. —- ..o e mon

L W 0(0 T .4 -' o

Rudolph W. Lucek
Group Director
Drug Regulatory Affairs

(973) 562-3688 (Phone)
(973) 562-3554/3700 (Fax)

Attachments
HLR No. 1998-1328

Desk Copy: Mr. David Roeder (12 complete copies)
Dr. Raymond Lipicky (1 complete copy)

Hoffmann-La Roche Inc. 340 Kingsland Street
Nutley, New Jersey 07110-1189
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cardiac arrest

MAY 12 v

DIVISION OF CARDIO RENAL DRUG PRODUCTS
PERIODIC ADVERSE DRUG EXPERIENCE

NDA#20,689 Dated January 19, 1998 /’I - ./2-9p
Reviewer: Maryann Gordon, MD - Is d

This report covers the time period September 20, 1997 through December 19, 1997. There are

. 506 reports included in this submission. Of the 506 reports, 67 are serious initial, 6 are serious

follow up, 426 non-serious initial, and 7 non-serious follow up. There were 144 initial and 78
follow up 15-day reports. At the time of this submission, a recent label change was made
regarding the combination of mibefradil and beta blockers/6ther calcium channel blockers
causing junction rthythms and/or heart blocker and the combination of mibefradil and certain
statins causing rhabdomyolysis.

There were 10 deaths reported during this time period . = .. _ . __.

-cardiac arrest following 2nd degree Mobitz type II heart block after 5 days of mibefradil,
-MI following 3rd degree heart block '

-MI following concomitant use of simvastatin, = __ .

-MI following polymyositis =~ T o
-ventricular fibrillation with CHF, rhabdomyolysis-and hyperkalemia,
-ventricular fibrillation and asystole after 3 days of mibefradil
-bradycardia, no other information ** - oo
-necrotic pancreatitis secondary to biliary lithiasis aftér 2 months on mibefradil,
-pneumonia after ileus,

-cerebral hemorrhage after 4 days of mibefradil.

rove
. .- e mbmbas o2

.......

Pharmacokinetic interaction study between mibefradil and a tricyclic antidepressant
metabolized by cytochrome P450 2D6 (desipramine) is ongoing. - -

Need to investigate interaction between warfarin and mibefradil.

The table below shows the number of initial and follow up reiaorté for the most worrisome .
events : :

" Adverse event initial follow up

" syncope 4 H
circulatory failure

ey
N

convulsions

pancreatitis

torsades de pointes
ventricular fibrillation

oO|ldxiIN|IOI=mIW]O

nventricular tachycarciia
hyperkalemia
hepatitis/jaundice. RTINS SO ST

.-nwuaswohl:\’wp-a
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| epistaxis/hematoma/hemorrhage 3 -0 ”
/purpura )
thrombocytopenia purpura 2 0
thrombocytopenia 1 0 ‘”

!renal failure - . .7 7 1
cerebrovascular disorder 2

;

The serious interactions with mibefradil and many other commonly used drugs as well as its
ability to provoke torsades de pointes are being closely monitored. Adding contraindications to
the package labeling with regards to concomitant use .of certain statins, beta blockers and other
calcium channel blockers had been completed and a “Dear Doctor” letter outlining these
changes has been sent. Possible additional actions including removing mibefradil from the

market are being considered.
cc

orig
HFD-110
HFD-110/CSO/SChen
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CORII-ECTION: WARNING. BELING CHANGES FOR NEW ... Page 1 of 2

FDA
TALK PAPER

Food and Drug Administration
U.S. Department of Health and Human Services
Public Health Service 5600 Fishers Lane Rockville, MD 20857

FDA Talk Papers are prepared by the Press Office to guide FDA personnel in responding with
consistency and accuracy to questions from the public on subjects of current.interest. Talk
Papers are subject to change as more information becomes. available.

Correction: The 12/18/97 version of this statement could be read to say that Posicor should not be
taken with any statin or with any immunosuppressant. That is inaccurate. Two of the statins,
fluvastatin and pravastatin, are not significantly metabolized in the same way as the other statins.
Mibefradil therefore would NOT be expected to have significant effects on fluvastatin and pravastatin
blood levels or increase the risk of muscle injury. On the other hand, neither of the
immunosuppressants tacrolimus and cyclosporine should be used together with Posicor and any statin.
The statement concerning the 3-way combination should therefore read: The new label wams against
the simultaneous use of Posicor, any statin and either of the immunosuppressants tacrolimus or -
cyclosporine. Also, the list of statins on page 3 should have included fluvastatin.

T97-65 - Susan M. Cruzan: 301-827-6242
Dec. 19, 1997 Broadcast Media: 301-827-3434
Consumer Inguiries: 800-532-4440

WARNING LABELING CHANGES FOR NEW HEART
DRUG POSICOR -

FDA is advising doctors about new warnings in the labeling of the drug Posicor (mibefradil), a
treatment for hypertension and chronic angina. The new warnings provide additional information .
about two risks associated with the drug: extremely low heart rates, and, when Posicor is taken with
certain cholesterol lowering drugs, a risk of muscle injury that can be life-threatening. The following
may be used to respond to questions.

The new warning regarding low heart rates advises physicians against prescribing Posicor to patients
at high risk of developing dangerously low heart rates. Such patients, especially older people, include
those whose heart rates are already relatively low and those taking another drug that slows heart rate.

Posicor's risk of inducing excessively slow heart rates is similar to that of several other commonly used
drugs, and was described in the labeling when the drug was first approved in June 1997. The new,
strengthened warning was developed after FDA and the manufacturer, Roche Laboratories, of Nutley,
NJ, received reports of dangerously lowered heart rates in about 20 patients who had taken Posicor.

- Many of the patients described in the reports had relatively low heart rates before starting Posicor, or

* had certain types of pre-existing heart disease that put them at high risk of such low rates. More than
half of them were also taking another heart-rate-lowering drug, usually a beta-blocker. No deaths have
been reported, but many patients became weak and lightheaded.

The second new warning states that Posicor should riot be given to patients who are also receiving

. 1/9/98 ‘ ' | 11:33:23 AM
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CORRECTION: WARNING .BELING CHANGES FORNEW ... Page 2 of 2

lovastatin or simvastatin. These drugs used to lower cholestero! are known as statins. In addition,
pending availability of further information, coadministration of Posicor with atorvastin or cerivastatin
is strongly discouraged. Two of the "statins", fluvastatin and pravastatin, are not significantly ‘
metabolized in the same way as the other drugs. Mibefradil therefore would NOT be expected to have
significant effects on fluvastatin or pravastatin blood levels or to increase the risk of muscle injury.

The new label also warns against the simultaneous use of Posicor, any statin, and either of the
immunosuppressants tacrolimus or cyclosporine.

This new warning was added after the agency received 7 reports of drug-associated muscle injury
among patients who had taken Posicor and simvastatin. -

Drug-induced muscle injury is a known rare side effect of all of the statin cholesterol-lowering drugs
including atorvastatin, cervistatin, fluvastatin, lovastatin, pravastatin, and simvastatin, and it seems to
increase in frequency with increasing dose. Patients with drug-induced muscle injury usually
experience nonspecific muscular symptoms (weakness, tenderness, and pain), but the most important
consequences of injury are not muscular. The breakdown products of muscle can cause temporary or
permanent damage to kidneys; and in severe cases, the heart can also be affected. Either of these
complications can lead to death. '

Although Posicor does not itself cause muscle injury, administration of Posicor interferes with the
body's metabolism of lovastatin and simvastatin and may interfere with the metabolism of atorvastatin
and cerivastatin. The observed incidence of muscle injury with coadministration of Posicor and
simvastatin appears to be much higher than the incidence seen during treatment with simvastatin alone.
The immunosuppressants tacrolimus and cyclosporine interfere with the elimination of all of the
statins, and Posicor increases blood levels of cyclosporine and tacrolimus, so the three-way
combination of Posicor, a statin, tacrolimus, or cyclosporine should also be avoided. Health care
providers should report any adverse events related to Posicor to Roche Laboratories (800-526-6367)
orto FDA. Reports may be submitted to FDA by telephone 800-332-1088), by fax (800-332-0178),
or by mail using a postage paid MedWatch form from the back of the Physicians Desk Reference. The
Medwatch report should be mailed to:.

* MedWatch (HF-2)

« Food and Drug Administration
* 5600 Fishers Lane

* Rockville, MD 20857

BACKGROUND: POSICOR LABELING CHANGES
HHH

FOA HOME PAGT
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Minutes of a Meeting Between The FDA and Hoffmann-La Roche
Date: November 26, 1997

Application: NDA 20-689/S-001
Posicor (mibefradil dihydrochloride) Tablets

Sponsor: Hoffmann-La Roche
Subject: Labeling
Participants

DA

Robert Temple, M.D., HFD-101, Director,.Office- of Drug Evaluation 1

Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy. Director, Division of Cardio-Renal
Drug Products )

Shaw Chen, M.D., Ph.D., HFD-110, Medical Team Leader

Maryann Gordon, M.D., HFD-110, Medical Officer

David Roeder, HFD-110, Regulatory Health Project Manager

David Orloft, M.D., HFD-510,"Medical Team Leader

- Harold Davis, M.D., HFD-733, Medical Officer

Susan Lu, HFD-735, Epidemiology Reviewer

Emmanuel Fadiran, Ph.D., HFD-110, .Biopharmaceutist

Sponsot

Rudolph Lucek

isaac Kobrin, M.D.

Robert Pordy, M.D.
Henry Solomon, M.D.

Roy Bullingham, Ph.D.
Charies Sabbah .
Daniel Zabrowski, Ph.D.
Michael Carter, M.D.
Craig Brater, M.D.

.

Background

Roche submitted a supplement, S-001, that initially provided for labeling changes regarding
cardiac thythm disturbances associated with the use of mibefradil. They agreed to write a
“Dear Doctor” letter warning physicians of this adverse event. Before the “Dear Doctor”
letter could be finalized, however, we received eight reports of rhabdomyolysis in association
with the concomitant use of mibefradil and simvastatin. It was decided that this serious adverse
drug interaction should also be added to the warnings in the package insert and included in the
*Dear Doctor” letter. An internal FDA meeting was scheduled to discuss the content of the
revised labeling and to coordinate the Agency's actions to accompany the “Dear Doctor” letter.
An internal meeting was held on November 25, 1997 to discuss this issue (see minutes).




The sponsor requested a meeting with the Agency to discuss the labeling and “Dear Doctor”
letter. .

Meeting
Discussion Point #1: Interaction of mibefradil with simvastatin and lovastatin

The sponsor argued that aithough mibefradil interacts differently with simvastatin and
lovastatin than with the other statins, -and that a waming about simvastatin and lovastatin
should appear in the labeling; their coadministration with mibefradil should not be
contraindicated. They -claimed, based on a pharmacokinetic (PK) interaction study, that the
towest dose of simvastatin could be safely administered with-mibefradil. Dr. Temple disagreed.
He did not believe that the results of the PK study were conclusive or could account for
variability, and he believed that there would be considerable risk in administering mibefradil
with any dose of simvastatin. Given the other choices of calcium channel blockers and statins,
there is no reason to take such a risk. He also pointed out that if we recommend
coadministration of mibefradil with low doses of simvastatin, many physicians would be likely
to raise the dose if a greater effect is needed. .

Discussion Point -#2:* interaction of mibefradil with atorvastatin and cerivastatin

The sponsor argued that the interaction of mibefradil with atorvastatin and cerivastatin are
materially different from the interaction with simvastatin and lovastatin. Atorvastatin and
cerivastatin both have active metabolites, which would fall when parent compound rose; this
would be expected to lead to less of a problem from a 3A4 inhibitor like mibefradil. They also
pointed out that cerivastatin and atorvastatin have relatively high bioavailability so that
inhibition of thier metabolism could not give rise to excessive elevations of plasma levels. They
acknowledged that the bioavailability of atorvastatin is not as high (about 10% for the parent -
compound and 30% for the active metabolite) but still thought the risk was:lower. They also
have published (abstract) data on the interaction of erythromycin with atorvastatin and
cerivastatin. Erythromycin had only small effects on the pharmacokinetics of either drug.

Dr. Temple agreed that the higher bioavailability and active metabolite arguments had merit
but cautioned that we still have very little data so far. He agreed to consider removing the -
contraindication to coadministration of mibefradil with atorvastatin and cerivastatin and to
instead include a waming against the concomitant use of these drugs until more is known.

Minutes Preparation:™ - _,..._...._.!S._]'

Davi
a\?floe er/’__

| Concurreqce Chair: s ,.- / S/ | ‘/ (?l.‘lg

Rabert Temple, M.D. S

dr/12-4-97/12-30-97/1-5-97
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Minutes of a Telephone Conference Call
Date: Octaber 31, 1997

Application: NDA 20-689
Posicor (mibefradil dihydrochloride) Tablets

Sponsor: - Hoffmann-La Roche
Subject: e 'Labelmg and “Dear’ Doctor" Letter -
Participa_r_u's

mA.

Robert Temple. M.D., HFD-101, Director, Office of Drug Evaluation 1

Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Director, Div of Cardio-Renal Drug
Products

Shaw Chen, M.D., Ph.D., HFD-110, Medical Team Leader

Maryann Gordon, M.D., HFD-110, Medical Officer

David Roeder, HFD—110 Regulatory Heatth Project Manager

- Sponsor

Isaac Kobrin, M.D.

Robert Pordy, M.D.

Robert Shehan

Rudolph Lucek

Craig Pratt, M.D. (Consuitant)

Background

Hoffmann-La Roche met with the Division on October 22, 1897 to discuss the recent cases of
rhythm disturbances associated with the use of mibefradil. After the meeting, Dr. Lipicky
discussed the issue with Dr. Temple. Dr. Temple recommended that the sponsor issue a “Dear
Doctor” letter in addition to informing physicians via the detail force. Mr. Roeder conveyed this
request to the sponsor, who then requested a telephone conterence with Dr. Temple to discuss the
issue.

Discussion

_ The sponsor argued that the problem is primarily one of some physicians using the drug in the

wrong patient population. They believed that their planned educational program couid
adequately inform health care professionals to the proper use of mibefradil. They did not
believe that a “Dear Doctor” letter would be necessary.

Dr. Temple stated that he felt any important change such as this should be accompanied by a
“Dear Doctor” letter and the letter should be issued as soon as possible. Given the risk of death,
it would not be appropriate to wait to see if the educational program is working before the




-

“Dear Doctor” issues. He also said that the letter should be written as “an important new
Warning”, not as "important new prescribing information.” A draft of the letter should be
submitted to the FDA for review betore it is issued.

The sponsor asked if they could mention in the letter that similar effects are seen with
verapamil and diltiazem. Dr. Temple said that they need to be careful not to undemine the
waming through this kind of statement. We -haven't seen the data on verapamil and diltiazem
yet, and it would have to be reviewed. He said that we would look into the data on these other
drugs. If the events here are commion to a class of agents, that could be pointed out.

Dr. Temple asked about the frequency of this adverse event in the MACH 1 study. The sponsor
replied that there have been 13 cases of AV block reported to date (at least several of them have
been determined to be junctional rhythm). Dr. Temple suggested that they assemble a package
containing the incidence of AV block and/or junctional rhythm in MACH 1 and compare this with
the ‘large diltiazem and verapamil trials.

\ . M 7
Minutes preparatibn: —p———— l
David Roeder B
N

Coanrrence Chair: EZ&%'?G.BEI%)E “_ f ( ( 3\? X .

dr/11-28-97/12-30-97/1-5-97

RD: MAGordon/12-8-97
SChen/12-8-97
RFenichel/12-8-97
RTemple/12-31-97

HFD-1 10/CSO
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Minutes of an Internal FDA Meeting

- JAN | 21998
Date: November 25, 1997
Application: NDA 20-689/S-001
Posicor (mibefradil dihydrochloride) Tablets
Sponsor: Hoffmann-La Roche
Subject: Labeling and “Dear Doctor” Letter

Participants

Murray Lumpkin, M.D., HFD-002
Lee Zwanziger, HFD-006

Janet Norden, HFD-40

Robert Temple, M.D., HFD-101
Robert Fenichel, M.D., Ph.D., HFD-110
Shaw Chen, M.D., Ph.D., HFD-110
Maryann Gordon, M.D., HFD-110
David Roeder, HFD-110

Barry Poole, HFD-210

" David Orloff, M.D., HFD-510
Susan Lu, HFD-735

Emmanuel Fadiran, Ph.D., HFD-860
Stephen Goldman, M.D., HF-2
Susan Cruzan, HFI-20

Meeting Obijective: To come to a consensus on the Agency’s response to recently reboned serious
adverse events with Posicor.

Background: Roche submitted a supplement, S-001, that initially provided for labeling changes
regarding cardiac rhythm disturbances associated with the use of mibefradil. They agreed to
write a “Dear Doctor” letter warning physicians of this adverse event. Before the “Dear
Doctor” letter could be finalized, however, we received eight reports of rhabdomyolysis in
association with the concomitant use of mibefradil and simvastatin. It was decided that this
serous adverse drug interaction should also be added to the warnings in the package insert and
included in the “Dear Doctor” letter. An internal FDA meeting was scheduled to discuss the
content of the revised labeling and to coordinate the Agency's actions to accompany the “Dear
Doctor™ letter.

Discussion Point #1: Labeling for interactions between mibefradil and the “statins”

The discussion focused on how the package insert should address the coadministration of
mibefradil with the varibus approved statins. All of the reported cases of rhabdomyolysis with
mibefradil involved concurrent administration with simvastatin. Mibefradil is a significant
3A4 inhibitor (and is so labeled) and blocks the metabolism of simvastatin via the CYP3A4
metabolic pathway, greatly increasing blood concentrations-and increasing the risk of
rhabdomyolysis, a rare event associated with the use of all:statins and apparently dose-related.
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Although no cases of rhabdomyolysis have been reported with the coadministration of mibefradil
and the three other statins that are dependent on CYP3A4 metabolism (lovastatin, cerivastatin
and atorvastatin), there is reason to be concerned about the use of mibefradil with these drugs.
Lovastatin is metabolized similarly to simvastatin and is known to show a great increase in
blood levels with itraconazole, a potent 3A4 inhibitor. Atorvastatin and cerivastatin are
metabolized by 3A4 but form active metabolites so that the effect of 3A4 inhibition on total
statin activity may be less. Erythromycin has been shown not to have a large effect on statin
blood levels for both drugs. The other statins, pravastatin and fluvastatin, are either not
metabolized by CYP3A4 or have alternate metabolic pathways. :

Agreements

< Simvastatin and lovastatin: it was agreed that there are sufficient data to conclude that
concurrent use of mibefradil with simvastatin and lovastatin should be contraindicated.

o Axms.mnn_ang_c_emsxanth was Ieés.c|ear as to whether the concurrent use of
mibefradil with these drugs should be contraindicated. Roche has presented limited data

to support their argument that. mibefradil is unlikely to interact with atorvastatin or
cerivastatin in such a way as to increase the risk of rhabdomyolysis, and available data
with erythromycin (abstracts) are reasonably reassuring. It was decided, however,
that too little is known and that, until more evidence is available, the concurrent use of
mibefradil with these drugs should be discouraged.

* Pravastatin and fluvastatin: It was agreed that the labeling should not recommend
against the use- of mibefradil with pravastatin or fluvastatin. There are adequate data

available to conclude that mibefradil does not inhibit the metabolism of fluvastatin and
that CYP3A4 inhibitors have only a minor effect on the plasma levels of pravastatin,

mibefradil with the statins and the risk of rhabdomyolysis, but that it should not
mention that the specific cases reported to date and the particular drug (simvastatin)

- that was associated with them because this was likely to change, and the information
would likely become obsolete in a short time. It was appropriate, however, to mention
simvastatin as the associated drug in the "Dear Doctor” letter because that would reflect
current data. '

Riscussion Point #2: “Dear Doctor” letter, talk paper and other ways of disseminating this
information

Agreements

* The sponsor has submitted, and DDMAC has reviewed and commented on, a draft of the
“Dear Doctor” letter. The sponsor will meet with the Dr. Temple and HFD-110 on
November 26 tg discuss it. Our goal is to have the letter issue by December 1 or 2,

* Dr. Fenichel had prepared a draft talk paper. The Press Office will work with him to
have it ready for release when the “Dear Doctor” letter issues.

* Dr. Goldman will arrange a telephone conference. for the day after the “Dear Doctor”
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letter issues with the following medical organizations:

American College of Cardiology

American Heart Association.

American College of Physicians

American Academy of Family Physicians
American Diabetes Association

American Society of Hyperntension

American Society of Internal Medicine
American Society of Health-System Pharmacists

» The talk paper will be adequate for use by OTCOM.

e Mr. Roeder will find out how widely mibefradil is marketed internationally so that Dr.
Lumpkin can discuss the issue with foreign-regulatory agencies. -

Action jtems
¢ Drs. Fenichel. and Orloff will draft labeling according the agreementé' of this meeting.
« Dr. Fenichel will work with Susan Cruzan to finalize a talk paper.

¢ Dr. Temple and HFD-110 will meet with Roohe on November 26 to discuss the
labeling and “Dear Doctor” letter.

'» Dr. Goldman will arrange a telephone conference with the appropriate medical
organizations to brief them on this issue.

* Mr. Roeder will update Dr. Lumpkin on the foreign marketing history of mibefradil so
that he can communicate with the foreign regulatory authorities.

A\ ’
Minutes_ Preparation: l S ’

Djw.id Roeder T~
( ’@ ,

Ry o 0.~
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Concurrence Chair:

dr/11-28-97/12-15-97
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Minutes of a Meeting between Hoffmann-La Roche and the FDA
Date: October 22, 1997 ~

Application: NDA 20-689/S-001
Posicor (mibefradil dihydrochloride) Tablets

Sponsor: Hoftmann-La Roche

Subjects: 1) Cardiac Rhythm Disturbances and Mibefradil
2) Development of Mibefradil for Treating Atrial Fjbrillation

Participants
A

Raymond Lipicky, M.D., HFD-110, Director, Division of Cardio-Renal Drug Products .
Robert R. Fenichel, M.D., Ph.D., HFD-110, Deputy Director

Shaw Chen, M.D., Ph.D., HFD-110, Medical Team Leader .

Norman Stockbridge, M.D., Ph.D., HFD-110, Medical Team Leader

Maryann Gordon, M.D., HFD-110, Medical Officer

Natalia Morgenstern, HFD-110, Supervisory Project Manager

David Roeder, HFD-110, Regulatory Health Project Manager

Harold Davis, M.D., HFD-733

Min Chen, HFD-735

Sponsor

Robert Pordy, M.D., Clinical
isaac Kobrin, M.D., Ciinical
Rudolph Lucek, Regulatory
-Craig Pratt, M.D., Consultant

Background

On September 23, 1997, the Division received a “Changes Being Effected” labeling supplement
for changes primarily regarding cardiac rhythm disturbances associated with mibefradil. Also,
a minor change was made to the PRECAUTIONS section to refiect a single case of rhabdomyolysis.
No data were submitted to this supplement. On October 1, 1997, the project manager called the
sponsor and requested supporting documentation for labeling changes. He also recommended
that, since these labeling changes were significant and the Division may recommend revisions,
the firm should consider waliting for Division comment prior to making final. printed labeling.

The Division requested-a meeting with the sponsor to discuss the actions that should be taken
regarding these reports of cardiac rhythm disturbances. The sponsor asked to discuss their
plans for developing mibefradil for treating atrial fibrillation.
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Meeting

Discussion #1: Clinical meaning of the reported cardiac rhythm disturbances

The sponsor obtained follow-up information on as many of the reported cases as possible.
Although these case were reported as AV block, upon closer examination, it appears that they are
actually cases of junctional rhythm. The sponsor argued that these cases were actually the

result of administering mibefradil to an inappropriate patient population. The patients were
generally elderly women who already had abnormally slow heart rates, in some cases due to the
administration of other bradycardic drugs such as beta-blockers. These patients should not
have been given mibefradil. It also appears that in a number of these cases, mibefradil merely
unmasked previously existing sick sinus syndrome, & condition for which mibefradil is aiready

contraindicated.

Agreement: Dr. Lipicky agreed with the sponsor’s conclusion.

Discussion Point # 2: Action Plan

In addition to labeling revisions, the sponsor proposed to implement a physician education
program to target the misuse of bradycardic agents such as mibefradil in a frall elderly
population. They plan to contact all cardiologists in the U.S. within 8 weeks. This program
would go beyond the mibefradil cases to educate physicians to the proper use of all bradycardic
agents.

In addition to the educational program, the sponsor plans to carefully monitor ail reports of
additional cases for two months to ensure that the event rate declines. The education program
would begin in mid-November, and the monitoring program would start in January.

Dr. Lipicky was concerned that the monitoring results would be inconclusive because physicians
would be less likely to report adverse events that are expected. The sponsor assured him that,
as part of their educational program, they will encourage physicians to report all cases.

- Agreement: Dr. Lipicky said that the sponsor's proposal sounds reasonable, but he would
have to discuss it internally before he could reach a conclusion. Labeling revisions will
be drafted and sent to the sponsor within 1 week. Dr. Feniche! recommended that the -
sponsor determine the background rate for reports of this nature so as to determine a
target rate of events following the educational program.

Discussion Point #3: Develo‘pment of mibefradll for treatment of atrial fibrillation

The sponsor presented an outline for a development progfam for the treatment of atrial
fibrillation. Dr. Lipicky made the following comments:

* The sponsor could measure symptom benefit by telemetry. The primary endpoint
could be apical -heart rate, and the secondary endpoint could be telemetry.

¢ A placebo controlled trial would be necessary. A positive controlled trial with digoxin
would not be appropriate because the effectiveness of digoxin for the proposed endpomts
is not known.
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* A single trial could be adequate for approvail only if the p value is much smaller than
0.05.

* If the sponsor wishes to get a claim for a secondary endpoint, they must power the
trial to show an effect on that endpoint.

Minutes preparation: __ l gp '

David Roeder
Concurrence Chair: — Ql ——
. ' . Raymorld'Lipicky, M.D.
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Minutes of a Meeting

Meeting Date: December 10, 1997

Applications: NDA 20-689
Posicor (mibetradil dihydrochioride)

Sponsor: Hoffman-La Roche Inc.

Purpose of Meeting:

Attending:
Hoffman-La Roche:

Dr. Isaac Kobrin
Dr. Robert Pordy
Dr. Henry Solomon
Dr. Attila Kursun-
Dr. Frederick Bodin
Mr. Robert Sheehan
Ms. Susan Benner
Mr. Rudolph Lucek

FDA:

Robert Temple, M.D.

Robert Fenichel, Ph.D., M.D.

Maryann Gordon, M.D.
David Orloff, M.D.
Emmanuel Fadiran, Ph.D.
Diana Willard

Meeting Chair:

Meeting Recorder:

Discuss labeling and Dear Doctor letter regarding changes to the
Contraindications and Warnings sections

Global Clinical Director

U.S. Clinical Director

Clinical Medical Director

Clinical Medical Director

Worldwide Medical Marketing Director
Marketing Director

Product Director

Regulatory Affairs

Director, ODE |, HFD-101

Deputy Director, HFD-110

Medical Officer, HFD-110

Medical Officer, HFD-510

Biopharmaceutist, HFD-860

Regulatory Health Project Manager, HFD-110

Robert Fenichel, Ph.D., M.D.

Diana Willard

Background: This teleconference was scheduled in order to finalize the wording in both the
package insert and the “Dear Doctor” letter regarding Posicor's interaction with statins.

Meeting: The meeting began with a discussion of the facsimile transmission (FAX) received
from Hoffman-La Roche on December 10, 1997 (Attachment 1) regarding the WARNINGS
section of the Posicor labeling. The changes agreed to in the wording proposed by

Hoffman-La Roche are noted on the attached FAX. ’

The changes made and agreed to in the WARNINGS/Drug Interactions - Cyclosporiné/
Tacrolimus and HMG CoA Reductase Inhibitor section are.noted on page 3 of Attachment 2.
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The one change made and agreed to in the “Dear Doctor” letter is noted in Attachment 3.

" The Agency noted that a Talk Paper will be going out soon after the “Dear Doctor” letter issues.

Hoffman-La Roche will have an opportunity to preview the Talk Paper before it issues.
Although Hoffman- La Roche can not have any control over the final wording for the Talk Paper,
constructive criticism is welcome. The Talk Paper will probably be posted on the CDER
Waebsite. Hoffman-La Roche stated that the “Dear Doctor” letter will issue early next week.
Dr. Temple stated that the entire label should be appended to the letter. '

Addendum

Subsequent to the teleconferencé, Dr. Fenichel and Ms. Willard spoke with Mr. Rudolph Lucek

.regarding the PRECAUTIONS/Drug interactions/EFFECTS OF MIBEFRADIL ON THE

PHARMACOKINETICS OF OTHER DRUGS section. Mr. Luck agreed that the Cyclosporine
section would be moved to beneath the HMG COA Reductase Inhibitors section and changed to state:

Cyclosporine and tacrofimus: (see WARNINGS).

C I r
Signature, Minutes Preparer s ____Diana Willard

sl .

Concurrence, Meeting Chair s , Robert Fenichel, Ph.D., M.D.
cc. origi ile
H - ;

HFD-101/RTemple
HFD-110/DRoeder
HFD-110/DWillard

HFD-110/SBenton
" Dratted: 12/19/97
RD: Temple - 12/30/97
Fenichel 12/23/97
Gordon L 12722/97

Fadiran T 12722797
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MEMORANDUM . DEPARTMENT OF HEALTH & HUMAN SERVICES
PusLIC HEALTH SERVICE
FooD AND DRUG ADMINISTRATION
CDER/ODE-I/Div CARDIO-RENAL DRUGS

Date: 09/29/97
: Stuart L. Nightingale, M.D., Associate Commissioner for Health Affairs

To:
Through: R. Lipicky, M.D., Director, DCRDP, HFD-110 . :
: Shaw T. Chen, M.D, Medical Group Leader, HFD-1i0. f§ / ;

Subject:  Medical Letter Draft on Mibefradil /

The Division was requested to comment on the Medical Letter draft issue announcing the
approval of mibefradil. .

Apain as the other Medical Letter articles we have reviewed, this monogram is not an in-
depth account of the approval basis for mibefradil. My specific comments are summarized as

follows:

1. In the section on mechanism (Lines 9-16), a disclaimer on the clinical meaning of .
preferential T-channel blockade by mibefradil should be added here (as that stated at the end -
of the draft).

2. In the description of efficacy data, the draft appeared to be limited to published reports, but
the information presented appeared to reflect that of package insert.

3. - Reference to comparative claims, either in efficacy or safety, (Lines 27-32 and others) can
hardly be endorsed by the Agency. Relative potency is meaningless without comparing the
entire dosage range and overall benefit/risk assessment.

4. We do not believe that mibefradil’s claim on coronary artery dilation (Lines 65-66) can be
substantiated regulatory-wise.

cc
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